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Claims 

1 . A compound of formula (I) or a pharmaceutical^ acceptable salt thereof: 




(I) 

5 

wherein: 

A is a bicyclic 6,5 or 6,6 aromatic or heteroaromatic group which is optionally 
substituted by 1 - 4 substituents, which substituents may be the same or different, 
and which are selected from the group consisting of halogen, hydroxy, cyano, nitro, 

10 trifluoromethyl, trifluoromethoxy, Ci-salkyl, trifluoromethanesulfonyloxy, 
pentafluoroethyl, C-j^alkoxy, arylC^galkoxy, Ci_6 a,k yl thio > Ci_6 a,kox y c 1-6 a,k y'> 
C3-7cycloalkylCi_6alkoxy, C^6 a 'kanoyl, Ci_6 alkox y carbon y'» C^salkylsulfonyl, 
arylsulfonyl, arylsulfonyloxy, C^galkylsulfonamido, Ci_6 a,k y ,amido » arylsulfonamido, 
arylcarboxamido, aroyl, arylC^galkanoyl, and a group Ar 1 -B, wherein B represents a 

15 single bond, O, S or CH2 and Ar 1 represents a phenyl or a monocyclic 
heteroaromatic group, said Ar 1 group being optionally substituted by 1 - 3 
substituents, which may be the same or different, and which are selected from the 
group consisting of a halogen, hydroxy, cyano, trifluoromethyl, C<i_6 alk yl> C^salkoxy 
or Ci_6 alkan °y'; 

20 R1 is hydrogen, Ci_6 alk y'» haloC-j^'M. C3_7cycloalkyl, C3_7cycloa1kylCi.6 a,k y | . 
C3-6alkenyl f C3_ealkynyl or arylC-j^alkyl; 

R2 is independently halogen, Chalky!, cyano, haloC-|-6alkyl, C<|_6 a l kan °yl' 
Ci-6 a,kox y or hydroxy; 
p is 0, 1 or 2; 

25 R3 (a) is a group ~(R4)r wherein R4 is selected from the group consisting of: C-j. 

salkyl, halogen, hydroxy, oxo, cyano, nitro, C^alkoxy, hak>ci-4alkyl, haloC-j. 

4alkoxy, arylC-^alkoxy, C<|.4alkyIthio, hydroxyC^alkyl, C-i^alkoxyC^alkyl, C3.. 

scycloalkyl, Cs.gcycloalkylCi^alkoxy, C^alkanoyl, C-j^alkoxycarbonyl, C-|. 

4alkylsulfonyl, C-j^alkylsulfonyloxy, C1_4alkylsulfonyIC<|_4alkyl, arylsulfonyl, 
30 arylsulfonyloxy, arylsulfonylC^alkyl, C^alkylsulfonamido, C^alkylamido, C^. 

4alkylsulfonamidoC«i«4alkyl, Ci_4alkylamidoC-|..4alkyl, arylsulfonamido, 

arylcarboxamido, arylsulfonamidoC^alkyl, arylcarboxamidoC-j^alkyl, aroyl, 

aroylC-j^alkyl, arylC^alkanoyl, C-j^acyl, aryl, arylC^alkyl, C^alkylaminoC-i. 

4alkyl and a group R30R31N- (where each of R30 and R31 independently 
35 represents a hydrogen atom or a C^alkyl group or where appropriate R30R31 
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forms part of a C3^azacyloalkane or C3_6(2-oxo)azacycloalkane ring), and r is 0, 1, 
2 or 3; or 

(b) forms a bridge across the ring, the bridge consisting of a chain of 1 to 3 
atoms, the bridge being optionally substituted by one, two or three groups selected 

5 from halogen, oxo, C-i-galkyl, cyano, haloC-j-ealkyl, Ci_6 alkan °y'' Ci-6alkoxy or 
hydroxy; or 

(c) is a chain of 1 to 3 atoms optionally substituted by halogen, C<|-6alkyl, 
cyano, haloC-j-6alkyl, C-j^alkanoyl, C-j-ealkoxy or hydroxy, the other end of the 
chain being attached to an available carbon atom in Z; 

10 XisCH, NorC; 

represents a single bond when X is CH or N; and == represents a double 
bond when X is C; 

q is 0, 1 or 2, wherein when q is 0, X is not N; and 

Z is attached to the 6-position or the 8-position of the benzoxazinone group and is a 
15 3 to 7 membered cycloalkylene group, 3 to 7 membered cycloalkenylene group, - 
(CH=CH)- or a group 



wherein m and n are independently 0, 1 or 2, and Y is a single bond, 3 to 7 
membered cycloalkylene group, 3 to 7 membered cycloalkenylene group, -(CH=CH)- 
f -C(=0)-, -C(=CH2)-, oxygen, or a methylene group optionally substituted by one or 
20 two groups selected from halogen, Chalky!, cyano, haloC-i-g^M. Ci-6 a,kano yl» 
C-j-salkoxy or hydroxy; 

provided that when A is naphthyl, 5,6,7,8-tetrahydronaphthyl or 2,3-dihydoindene, Z 
is not -(CH 2 CH(OH))- , -(CH 2 CH 2 CH(OH))- or-(CH 2 C(=0) . 

25 2. A compound as claimed in claim 1, wherein A is a bicyclic 6,5 or 6,6 
heteroaromatic group. 

3. A compound of formula (la) or a pharmaceutical^ acceptable salt thereof: 





(la) 



30 



wherein: 

A is a bicyclic 6,5 or 6,6 heteroaromatic group which is optionally substituted by 1 - 4 
substituents, which substituents may be the same or different, and which are 
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selected from the group consisting of halogen, hydroxy, cyano, nitro, trifluoromethyl, 
trifluoromethoxy, ^alkyl, trifluoromethanesuifonyloxy, pentafluoroethyl, 
C-j _ 6 alkoxy, arylCi .salkoxy, Ci .ea'kyKhio, Ci ^alkoxyC-j ^a\ky\ t 

C3. 7 cycloalkylC-|.6 a,k oxy, C^alkanoyl, Ci^alkoxycarbonyl, C<t_6 a lkylsulfonyl, 
5 arylsulfonyl, arylsulfonyloxy, C-i-eaikylsulfonamido, C-i^alkylamido, Arylsulfonamido, 
arylcarboxamido, aroyl, arylCi-galkanoyl, and a group Ar 1 -B, wherein B represents a 
single bond, O, S or CH2 and Ar 1 represents a phenyl or a monocyclic 
heteroaromatic group, said Ar 1 group being optionally substituted by 1 - 3 
substituents, which may be the same or different, and which are selected from the 
10 group consisting of a halogen, hydroxy, cyano, trifluoromethyl, C^alkyl, C<|_6 a lkoxy 
or C^alkanoyl; 

R1 is hydrogen, C^alkyl, haloC^ealkyl, C 3 _ 7 cycloalkyl, C 3 _ 7 cycloalkylC 1 _ 6 alkyl, 
C3.ealkenyl, C3_ealkynyl orarylC-^ealkyl; 

R2 is independently halogen, Chalky!, cyano, haloC-i-ealkyl, C^ealkanoyl, 
15 C-j -ealkoxy or hydroxy; 
p is 0, 1 or 2; 

R3 (a) is a group -(R4)r wherein R4 is selected from the group consisting of: C-|_ 
ealkyl, halogen, hydroxy, oxo, cyano, nitro, C^alkoxy, haloci-4alkyl, haloC-j. 
4alkoxy, arylC-j^alkoxy, C-j^alkylthio, hydroxyC-j^alkyl, C^alkoxyC^alkyl, C 3 _ 

20 ecycloalkyl, C3_ 6 cycloalkylC<|_4alkoxy, C^alkanoyl, C 1 . 4 alkoxycarbonyl, 

4alkylsulfonyl, C<|_ 4 alkylsulfony)oxy, C^alkylsuIfonylC-i^alkyl, arylsulfonyl, 
arylsulfonyloxy, arylsulfonylC^alkyl, C^alkylsulfonamido, C-^alkylamido, 
4alkylsuIfonamidoCi_4alkyl, Ci^alkylamidoCi^alkyl, arylsulfonamido, 

arylcarboxamido, arylsulfonamidoCi ^alkyl, arylcarboxamidoC<| _4alkyl, aroyl, 

25 aroylC^alkyl, arylC^alkanoyl, C-j^acyl, aryl, arylC-j^alkyl, Ci^alkylaminoC^ 
4 alkyl and a group R3QR31N- (where each of R30 and R31 independently 
represents a hydrogen atom or a C-j^alkyl group or where appropriate R30R31 
forms part of a C3_eazacyloalkane or C3.6(2-oxo)azacycloalkane ring), and r is 0, 1, 

2 or 3; or 

30 (b) forms a bridge across the ring, the bridge consisting of a chain of 1 to 3 

atoms, the bridge being optionally substituted by one, two or three groups selected 
from halogen, oxo, Ci-galkyl, cyano, haloC-j- 6 alkyl, C^ealkanoyl, C^ealkoxy or 
hydroxy; or 

(c) is a chain of 1 to 3 atoms optionally substituted by halogen, Ci-galkyl, 
35 cyano, haloC<|-6aIkyl, C^ 6 alkanoyl, C-|-6 a lkoxy or hydroxy, the other end of the 
chain being attached to an available carbon atom in Z; 
X is CH, N or C; 

represents a single bond when X is CH or N; and == represents a double 
bond when X is C; 
40 q is 0, 1 or 2, wherein when q is 0, X is not N; and 

Z is attached to the 6-position or the 8-position of the benzoxazinone group and is a 

3 to 7 membered cycloalkylene group, 3 to 7 membered cycloalkenylene group, - • 
(CH=CH)- or a group 
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wherein m and n are independently 0, 1 or 2, and Y is a single bond, 3 to 7 
membered cycloalkylene group, 3 to 7 mernbered cycloalkenylene group, -(CH=CH)- 
, -C(=0)-, -C(=CH 2 )-, oxygen, or a methylene group optionally substituted by one or 
two groups selected from halogen, C-j-galkyl, cyano, haloC-j-ealkyl, Ci-6 alkan °y , » 
5 C<| -salkoxy or hydroxy; 

provided that when A is naphthyl, 5,6,7,8-tetrahydronaphthyl or 2,3-dihydoindene, Z 
is not -(CH 2 CH(OH))- , -(CH 2 CH 2 CH(OH))- or -(CH 2 C(=0) . 

4. A compound as claimed in any of claims 1 to 3, wherein R1 is hydrogen or 
10 methyl. 

5. A compound as claimed in any of claims 1 to 4, wherein R3 is methyl. 

6. A compound as claimed in any of claims 1 to 5, wherein X is CH or N and 
15 is a single bond. 

7. A compound as claimed in any of claims 1 to 6, wherein q is 1 . 

8. A compound as claimed in any of claims 1 to 7, wherein Z is -(CH 2 ) 2 - or - 
20 (CH 2 )3-. 

9. A compound as claimed in any of claims 1 to 8 , wherein A is indolyl, quinolyl, 
quinazolinyl or 2,3-dihydrobenzodioxinyl. 

25 10. A compound as claimed in any of claims 1 to 9, wherein A is substituted by 1 
to 4 substituents selected from the group consisting of halogen (particularly fluoro or 
chloro), C-i-ea'M (particularly methyl, ethyl and propyl), cyano, CF3, C-i-salkoxy 
(particularly methoxy, ethoxy or isopropoxy) or Ci-6 alkan °yl- 

30 11. A compound as claimed in any of claims 1 to 10, wherein A is selected from 
the group consisting of 5-quinolyl(2-Me), 5-quinolyl(2-Me, 7-CI), 5-quinolyl(2-Me, 7-F) 
and 5-quinazolinyl(2-Me), 5-quinolyl(2-Me, 7-Me), 5-dihydrobenzo[1 ,4]dioxinyl, 8- 
quino!yl(6-methoxy), 8-quinolyl, 4-indolyl and 4-indolyl(2-Me). 

35 12. A compound as claimed in claim 1, which is selected from the group 
consisting of: 

642-[4-(2-Methylquinolin-5-yl)piperazin-1-yl]ethyl}-4H-benzo[1.4]oxa 
6-{2-[4-(2,7-Dimethylquinolin-5-yl)piperazin-1-yl]ethyl}-4H-benzo[1 ,4]oxazin-3-one 
6-{2-[4-(7-Chloro-2-me^ 
40 one 

6-[2-(4-Quinolin-4-ylpiperazin-1-yl)ethylHH-benzo[1.4]oxazin-3-one 
6^2-[4-(2-Methylquinazolin-5-yl)piperazin-1-yl]ethyIH^-benzo[1.4]o 
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6^2-[4-(2>Dihydrobenzo[^ 

3- one 

6-{2-[4-(6-Methoxyquinolin-8-yl)pipera^^ ,4]oxazin-3-one 
6-[2»(4-Quinolin-8-yl)piperazin-1 -yl)ethyl]-4H-benzo[1 .4]oxazin-3-one 
5 6-{2-[4-(1 H-lndol-4-yl)piperazin-1 -yl]ethyl}-4H-benzo[1 .4]oxazin-3-one 
6^2-[4-(7-Chloro-2-methylqui^ 
benzo[1 ,4]oxazin-3-one 

4- Methyl-6-{2-[4-(2-methylqu^ .4]oxazin-3- 
one 

1 0 6-{2-[4-(2-Methylquinoiin-5-yl)piperazin-1 -yl]ethanoyl}-4H-benzo[1 .4]oxazin-3-one 

6-{1 -Hydroxy-2-[4-(2-methylquinolin-5-yl)piperazin-1 -yl]ethyl}-4H-benzo[1 .4]oxazin-3- 
one 

6-{2-[4-(2-MethyM-(2-methylqu^ 
3-one 

1 5 6-{2-[3-Methyl-4-(2-methylquinolin-5-yl)piperazin-1 -yl]ethyl}-4H-benzo[1 .4]oxazin-3- 
one 

6-{2-[2-Methyl^(2-methylquinolin-5-yl)piperazin-1-yl]ethyl}-4H-b 
one 

6-{2-[4-(2-Methylquino!in-5-y^ 
20 benzo[1 ,4]oxazin-3-one 

6-{2-[4-(2-Methylquinolin-5-yl) 

6-{2-[4-(2-Methylquinolin-5-yl)-[1 ,4]diazepan-1 -yI]ethyl}-4tf-benzo[1 ,4]oxazin-3-one 

6- {2-[4-(2-Methylquinazolin-5-yl)-[1 ,4]diazepan-1 -yl]ethyI}-4H-benzo[1 ,4]oxazin-3-one 

7- Fluoro-6-{2-[4-(2-methylquinoiin-5-yl)p^ 
25 6-{3-[4-(2-Methylquinolin-5-yO 

6-{3-[4-(7-Fluoro-2-methylquinolin-5-yl)piperazin-1-yl]-propyl}-4H-^ 
3-one 

6-{3-[4-(2-Methylquinolin-5-yi)-pipera^^ 
one 

30 6-{1 -Hydroxy-3-[4-(2-methylquinolin-5-yl)-piperazin-1 -yI]-propyl}-4H-benzo- 
[1 ,4]oxazin-3-one 

6-{(E)-3-[4-(2-Methylquinolin-5-yl)^^ 
one 

6-{4-[4-(2-Methylquinolin-5-yl)p^ 
35 6-{4-[4-(2-Methylquinolin-5-yl)piperazin-1 -yl]-cyclohex-1 -enyl}-4AY-benzo[1 ,4]-oxazin- 

3- one 

644-[4-(2-Methylquinazolin-5-yO 

6- {2-[4-(2-MethylquinoIin-5-yl)piperazin-1-yl]ethoxy}-4-H-benzo[1 ,4]oxazin-3-one 

4- Methyl-6-{2-[4-(2-methylquino^^ 
40 3-one 

7- Fluoro-6-{2-[4-(7-fluoro-2-me 
benzo[1 ,4]oxazin-3-one 
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6^2-[4^7-fluoro-2-methylquinolin-5-yl)piperazin-1-yl]ethyl}-4H-benzo[1,4]oxazin-3- 
one 

7-Fluor<>«K244-(2-methylquinolin-5-yl)piperazin-1-yl]ethanoyl}-4W-benzo[1,4]oxazin- 
3-one 

5 6-{1 -Hydroxy-2-[4-(2-methylquinolin-5-yl)piperazin-1 -yl]ethyl}-4H-benzo[1 ,4]-oxazin- 
3-one 

6^1-Methoxy-3-[4-(2-methylquinolin-5-yl)piperazin-1-yl]propyl}-4H-benzo[1,4]-oxazin- 

3- one 

6-{2-[4-(2-Methyl-1 H-indol-4-yl)piperazin-1 -yl]-ethyl}-4H-benzo-[1 ,4]oxazin-3-one 
1 0 6-{2-[4-(5,6,7,8-Tetrahydronaphthalen-1 -yl)piperazin-1 -yl]ethyl}-4tf-benzo- 
[1 ,4]oxazin-3-one 

6-[2-(4-Naphthalen-1 -ylpierazin-1 -yl)ethyl]-4H-benzo[1 .4]oxazin-3-one hydrochloride 
salt 

6-{1 -Fluoro-2-[4-(2-methylquinolin-5-yl)piperazin-1 -yl]ethyl}-4H-benzo[1 ,4]-oxazin-3- 
15 one 

6-{1 -Fluoro-3-[4-(2-methylquinolin-5-yl)piperazin-1 -yl]propyl}-4H-benzo[1 ,4]-oxazin-3- 
one 

5- Fluoro-6^2-[4K2-methylquinolin-5-yl)piperazin-1-yl]ethyl}-4H-benzo[1.4]-oxazin-3- 
one 

20 5-Fluoro-4-methyl-6-{2-[4-(2-methylquinolin-5-yl)piperazin-1 -yl]ethyl}-4H-benzo[1 ,4]- 
oxazin-3-one 

6- {2-[4-(7-Chloro-2-methylquinolin-5-yl)piperazin-1-yl]ethyl}-4-methyl-4H-benzo-[1,4]- 
oxazin-3-one 

4- Ethyl-6-{2-[4-(2-methylquinolin-5-yl)piperazin-1-yl]ethyl}-4H-benzo[1,4]-oxazin-3- 
25 one 

6-{2-[4^(7-Fluoro-2-methylquinolin-5-yl)piperazin-1-yl]ethyl}-4-methyl-4H-benzo-[1,4]- 
oxazin-3-one 

6-{1-(Methyloxy)-2-[4K2-methyl-5-quinolinyl)-1-piperazinyl]ethyl}-2H-1,4-benzoxazin- 
3(4H)-one 

30 6-{1 -Amino-2-[4-(2-methyl-5-quinolinyl)-1 -piperazinyl]ethyl}-2H-1 ,4-benzoxazin- 
3(4H)-one 

N.[2-[4-(2-Methyl-5-quinolinyl)-1 -piperazinyl]-1 -(3-oxo-3,4-dihydro-2H-1 ,4- 
benzoxazin-6-yl)ethyl]acetamide 

6-{1 -(Methylamino)-2-[4-(2-methyl-5-quinolinyl)-1 -piperazinyl]ethyl}-2H-1 ,4- 
35 benzoxazin-3(4H)-one 

6-[2-[4-(2-Methyl-5-quinolinyl)-1 -piperazinyl]-1 -(phenyloxy)ethyl]-2H-1 ,4-benzoxazin- 
3(4H)-one 

[2-[4-(2-Methyl-5-quinolinyl)-1-piperazinyl]-1-(3-oxo-3,4-dihydro-2H-1,4-benzoxazin- 
6-yl)ethyl]formamide 

40 6-{1 -Hydroxy-1 -methyl-3-[4-(2-methyl-5-quinolinyl)-1 -piperazinyl]propyl}-2H-1 ,4- 
benzoxazin-3(4H)-one 

6-{1 -Hydroxy-1 -methyl-2-[4-(2-methyl-5-quinolinyl)-1 -piperazinyl]ethyl}-2H-1 ,4- 
benzoxazin-3(4H)-one 
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6^(1 E)-1 -Methyl-3-[4-(2-methyl-5^ 
benzoxazin-3(4H)-one 

6.(1 -{2-[4-(2-Methyl-5-quinolinyl)-1 -piperazinyl]ethyl}ethenyl)-2H-1 ,4-benzoxazin- 
3(4H)-one 

5 6-(H[4-(2-Methyl-5-quinolinyl)-1-piperazinyQmethyl}ethenyl)-2H-1,4-benzoxazin- 
3(4H)-one 

2-[4-(2-Methyl-5-quinolinyl)-1 -piperazinyl]-1 -(3-oxo-3,4-dihydro-2H-1 ,4-benzoxazin-6- 
yl)ethyl acetate 

6-{1 -Hydroxy-2-[4-(2-methyl-5-quinolinyl)-1 -piperazinyl]ethyl}-2H-1 ,4-benzoxazin- 
10 3(4H)-one 

6-{[4-(8-Quinolinyl)-1-piperazinyl]methyl}-2H-1,4-benzoxazin-3(4H)-one 

6^2-[(1S,4S)-5-(2-Methyl-5^uinolinyl)-2 I 5-diazabicyclo[2.2.1]hept-2-yl]ethyl}-2H-1,4- 

benzoxazin-3(4H)-one 

6-{2-[4-(2-Quinolinyl)-1-piperazinyl]ethyl}-2H-1,4-benzoxazin-3(4H)-one 
1 5 6-{3-[4-(2-Quinolinyl)-1 -piperazinyl]propyl}-2H-1 ,4-benzoxazin-3(4H)-one 

6-{2-[4-(6-Chloro-2-quinolinyl)-1-piperazinyl]ethyl}-2H-1,4-benzoxazin-3(4H)-one 
6-{2-[4-(6-Nitro-2-quinolinyl)-1-piperazinyl]ethyl}-2H-1,4-benzoxazin-3(4H)-one 
6-{2-[4-(7-Methyl-1 ,8-naphthyridin-4-yl)-1 -piperazinyl]ethyl}-2H-1 ,4-benzoxazin- 
3(4H)-one 

20 6-{2-[4-(1 ,6-Naphthyridin-5-yl)-1 -piperazinyl]ethyl}-2H-1 ,4-benzoxazin-3(4/-/)-one 
6-{2-[4-(2-Phenylquinolin-5-yl)piperazin-1-yl]ethyl}-4H-benzo[1.4]oxazin-3-one 
6_{[4-(7-FluorcH2-methyl-5-quinolinyl)-1-piperazinyl]acetyl}-2H-1 ) 4-benzoxazin-3(4H)- 

one 

6-{2-[4-(7-Fluoro-2-methyl-5-quinolinyl)-1-piperazinyl]-1-hydroxyethyl}-2H-1,4- 

25 benzoxazin-3(4H)-one 

6-{1 -Fluoro-2-[4-(7-fluoro-2-methyl-5-quinolinyl)-1 -piperazinyl]ethyl}-2H-1 ,4- 

benzoxazin-3(4H)-one 

S-Fluor^O^-I^-methyl-S-quinolinyO-l-piperazinyllethy^H-l.^benzoxazin- 
3(4H)-one 

30 8-Fluoro-6-{[4-(2-methyl-5-quinolinyl)-1 -piperazinyl]acetyl}-2H-1 ,4-benzoxazin-3(4H)- 
one 

8-Fluoro-6-{1 -hydroxy-2-[4-(2-methyl-5-quinolinyl)-1 -piperazinyl]ethyl}-2H-1 ,4- 
benzoxazin-3(4H)-one 

8-Fluoro-6-{1 -fluoro-2-[4-(2-methyl-5-quinolinyl)-1 -piperazinyl]ethyl}-2H-1 ,4- 

35 benzoxazin-3(4H)-one 

8-Fluoro-6-{2-[4-(7-fluoro-2-methyl-5-quinolinyl)-1-piperazinyl]ethyl}-2H-1,4- 

benzoxazin-3(4H)-one 

8-Fluoro^-{[4-(7-fluoro-2-methyl-5-quinolinyl)-1-piperazinyl]acetyl}-2H-1 ,4- 
benzoxazin-3(4H)-one 
40 8-Fluoro-6-{2-[4-(7-fluoro-2-methyl-5-quinolinyl)-1 -piperazinyl]-1 -hydroxyethyl}-2H- 
1 ,4-benzoxazin-3(4H)-one 

6^[4-(8-Chloro-2-methyl-5-quinolinyl)-1-piperazinyl]acetyl}-2H-1,4-benzoxazin-3(4H)- 
one 
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6-{2-[4-(8-Chloro-2-methyl-5-quinolinyl)-1 -piperazinyO-1 -hydroxyethyl}-2H-1 ,4- 
benzoxazin-3(4H)-one 

6-{2-[4-(8-Ch!oro-2-methyl-5-quinolinyl)-1 -piperazinyl]ethyl}-2H-1 ,4-benzoxazin- 
3(4H)-one 

5 4-Methyl-8-{2-[4-(2-methyl-5-quinolinyl)-1 -piperazinylJethyl}-2H-1 ,4-benzoxazin- 
3(4H)-one 

8^2-[4-(2-Methyl-5-quinolinyl)-1-piperazfnyl]ethyO-2H-1,4-benzoxazin-3(4H)-one 

6^2-^4-(7-Chloro-2-methyl-5-quinolinyl)-1-piperazinyl]ethyl}-7-fIuoro-2H-1 > 4- 

benzoxazin-3(4H)-one 

1 0 6-{2-[(2S)-2-Methyl-4-(2-methyl-5-quinolinyl)-1 -piperazinyl]ethyl}-2H-1 ,4-benzoxazin- 
3(4H)-one 

6^2-[(2R)-2-Methyl-^(2-methyl-5-quinolinyl)-1-piperazinyl]ethyl}-2H-1,4-benzoxazin- 
3(4H)-one 

6-{2-[4-(2,3-dihydro-1 ,4-benzodioxin-6-yl)-1 -piperazinyl]ethyl}-2H-1 ,4-benzoxazin- 
15 3(4H)-one 

6-{2-[4-(3,4-dihydro-2H-1,5-benzodioxepin-7-yl)-1-piperazinyl]ethy^2H-1,4- 
benzoxazin-3(4H)-one 

6-{2-[4-(7-bromo-1 H-indol-4-yl)-1 -piperazinyl]ethyl}-2H-1 ,4-benzoxazin-3(4H)-one 
6-{3-[4-(7-bromo-1 H-indol-4-yl)-1 -piperazinyQpropyl}-2H-1 ,4-benzoxazin-3(4H)-one 
20 6-{2-[4-(1-isoquinolinyl)-1 -piperazinyl]ethyl}-2H-1 ,4-benzoxazin-3(4H)-one 

ethyl 5-{4-[2-(3-oxo-3,4-dihydro-2H-1 ,4-benzoxazin-6-yl)ethyl]-1 -piperazinyl}-1 - 
benzofuran-2-carboxylate 

6-{2-[4-(1,2-dihydro-5-acenaphthylenyl)-1-piperazinyl]ethyl}-2H-1 ,4-benzoxazin- 
3(4H)-one 

25 6-{2-[4-(5-fluoro-1 H-indol-3-yl)-1-piperidinyl]ethyl}-2H-1 ,4-benzoxazin-3(4H)-one 
6-{2-[4-(5-chloro-1 H-indol-4-yl)-1 -piperazinyl]ethyl}-2H-1 ,4-benzoxazin-3(4H)-one 
6-{2-[4-(6-chloro-1 H-indol-4-yl)-1 -piperazinyl]ethyl}-2H-1 ,4-benzoxazin-3(4H)-one 
6-{2-[4-(1 H-pyrrolo[2,3-b]pyridin-4-yl)-1 -piperazinyl]ethyl}-2H-1 ,4-benzoxazin-3(4H)- 
one 

30 6-{2-[4-(7-chloro-1 H-indol-4-yl)-1-piperazinyl]ethyl}-2H-1 ,4-benzoxazin-3(4H)-one 

6-{3-[4-(1 H-pyrrolo[2,3-b]pyridin-4-yl)-1 -piperazinyl]propyl}-2H-1 ,4-benzoxazin-3(4H>- 
one 

6-{3-[4-(5-chloro-1 H-indol-4-yl)-1 -piperazinyl]propyl}-2H-1 ,4-benzoxazin-3(4H)-one 
6-{2-[4-(5-methylthieno[2,3-d]pyrimidin-4-yl)-1-piperazinyl]ethyl}-2H-1,4-benzoxazin- 
35 3(4H)-one 

6-({2-[4-(2-methyl-5-quinazolinyl)-1-piperazinyl]ethyl}oxy)-2H-1,4-benzoxazin-3(4H)- 
one 

6-{2-[4-(7-Chloro-2-methylquinolin-5-yl)piperazin-1-yl]ethanoyl}-4H-benzo[1.4]oxazin- 
3-one 

40 6-{2-[4-(7-Chloro-2-methyl-5-quinolinyl)-1 -piperazinyl]-1 -hydroxyethyl}-2H-1 ,4- 
benzoxazin-3(4H)-one 

6-{2-[4-(7-Chloro-2-methyl-5-quinolinyl)-1 -piperazinyl]-1 -fluoroethyl}-2H-1 ,4- 
benzoxazin-3(4H)-one 
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6-{3-[4-(2,2-Dimethyl-2,3-dihydro-1 -benzofuran-7-yl)-1 -piperazinyQpropy[}-2H-1 ,4- 
benzoxazin-3(4H)-one 

6^2-[4-(2,2-dimethyl-2>dihydro-1-benzofuran^ 
benzoxazin-3(4H)-one 
5 4-MethyI-6-{[4-(1 H-pyrrolop.S-blpyridin-S-yl^S.S-dihydro-l (2H)-pyridinyl]acetyl}-2H- 
1 ,4-benzoxazin-3(4H)-one 

6-{1 -hydroxy-2-[4-(1 H-pyrrolop.S-blpyridin-S-ylJ-S.B-dihydro-l (2H)-pyridinyl]ethyl}-4- 
methyl-2H-1 ,4-benzoxazin-3(4H)-one 
6-{[4-(2-Methyl-5<|uinolinyl)-1-p^ 
1 0 4-methyl-6-{[4-(2-methyl-5-quinolinyl)-1 -piperazinyl]acetyl}-3,4-dihydro-2H-1 ,4- 
benzoxazin-2-one 
4-Methyl-6-(1 -{[4-(2-methyL 
2H-1 ,4-benzoxazin-2-one 

6-(2-Hydroxy-H[4-(2-methyl-5-quinolinyl)-1-piperazinyl]methy^ 
1 5 dihydro-2H-1 ,4-benzoxazin-2-one 

6-{[4-(6-fluorcH2-methyl-5-quinolinyl)-1-piperazinyl]acetyl}-2H-1,4-be 
one 

6-{2-[4-(6-Fluoro-2-methyl-5-quinolinyl)-1 -piperazinyl]-1 -hydroxyethyl}-2H-1 ,4- 
benzoxazin-3(4H)-one 
20 6-{1 -Hydroxy-2-[4-(2-methyl-5-quinolinyl)-1 -piperazinyl]ethyl}-4-methyl-2H-1 ,4- 
benzoxazin-3(4H)-one 

6-{[4-(8-Fluoro-2-methyl-5-quinolinyi)-1-piperazinyl]acetyl}-4-methyl-2H^ 
benzoxazin-3(4H)-one 

642-[4-(8-Fluoro»2-methyl-5-quinolinyl)-1-piperazinyl]-1-hydroxyethyl}-4-met^ 
25 1 ,4-benzoxazin-3(4H)-one 

6-{[4-(6-Fluoro-2-methyl~5<juinolinyl)^^ 

benzoxazin-3(4H)-one 

6-{2-[4-(6-FluorcH2-methyl-5-quinolinyl^^^ 

1 ,4-benzoxazin-3(4H)-one 
30 4-MethyI-6-{2-[4-(2-methy!-5-quinolinyl)hexahydro-1 H-1 ,4-diazepin-1 -y!]ethy!}-2/-/- 

1 ,4-benzoxazin-3(4H)-one 

4-Methyl-6-{2-[3-methyW-(2-methyl-5-quinolinyl)-1-pipera^^ 
benzoxazin-3(4W)-one 
6-{2-[4-(8-Chloro-2n7iethyIquinoIin-5^ 
35 [1 t 4]oxazine-3-one 

6-{2-[4-(8-Fluoro-2-methyl-qum^ 
[1 f 4]oxazine-3-one 

6-{2-[4-(2-Methyl-1 H-indol-4-yl)piperazin~1 -yl]ethanoyl}-4H-benzo[1 .4]oxazin-3-one 
6-{1-Hydroxy-2-[4-(2-methyl-1H-indoW^^ 
40 one 

6-{1-Fluoro-2-[4-(2-methyM ^ 
one 
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6-{2-[4-(7-Fluoro-2-methyl-5-quinolinyl)-1 -piperazlnyl]-1 -hydroxyethyI}-2-H-1 ,4- 
benzoxazin-3-(4H)-one 

6-{2-[4-(2-Methyl-5quinolinyl)-1 -piperadinyl}-ethanoyl}-2H-1 ,4-benzoxazin-3(4H)-one 
6-{1-Hydroxy-2-[4-(2-methyl-5quinolinyO^^ 
5 3(4H)-one 

642-[4-(7-Fluoro-2-methyIquinolin-5-yl)piperidin-1-yl]ethylM- f 4]-oxazin-3- 
one 

6-{2-[4-(6-Fluoro-2-methyl-5-quinolinyl)-1 -piperazinyl]-1 -hydroxyethyI}-2H-1 ,4- 
benzoxazin-3(4H)^one 

1 0 6{2-[4(8-Fluoro-2-methyl-5-quinolinyl)-1 -piperazinyQethy!}-2H-1 ,4-benzoxazin-3-(4H)- 
one 

6-{2-[4-2-Quinoxalinyl)-1-piperazinyl]ethyl}-2H-1,4-benzoxazin-3-(4H)-one 
4-Methyl-8^2-[(2/?)-2-me^ 
benzoxazin-3(4H)~one 
1 5 4-Methyl-842-[(2S)-2-methyM-(2-methyl-5-quinoIinyi)-1 -piperazinyl]ethyl}-2H-1 ,4- 
benzoxazin-3(4H)-one 

6-{2-[4-(7-Chloro-2,3-dihydro-1 ,4-benzodioxin-5-yl)-1 -piperazinyI]ethyl}-2H-1 ,4- 
benzoxazin-3(4H)-one 

6-{2-[4-(7-Fluoro-2,3-dihydro-1 ,4-benzodioxin-5-yl)-1 -piperazinyl]ethyl}-2H-1 ,4- 
20 benzoxazin-3(4H)-one 

6-{2-[4-(7-Bromo-2,3-dihydro-1 ,4-benzodioxin-5-yl)-1 -piperazinyI]ethyl}-2H-1 ,4- 
benzoxazin-3(4H)-one 

844-[2-(3-Oxo-3,4-dihydro-2H-1,4-benzoxazin-6^ 
1 ,4-benzodioxin-6-carbonitrile 
25 and pharmaceutically acceptable salts thereof. 

13. A process for the preparation of a compound of formula (I) as defined in claim 
1 or a pharmaceutically acceptable salt thereof, which process comprises: 

30 (a) reacting a compound of formula (II): 

do 

wherein R1 , R2, p and Z are as defined in formula (I), and L is a leaving group, with a 
35 compound of formula (III): 



WO 2004/046124 



PCT/EP2003/013085 



115 



A — 




NH 



10 



15 



20 



25 



wherein A, R3, — , X and q are as defined in formula (I); or 

(b) the reduction and concominant cyclisation of a compound of formula (IV): 



in which A, X, R3, — , q and Z are as defined in formula (I); 

and optionally thereafter for each of process (a) or (b): 

• removing any protecting groups, and/or 

• converting a compound of formula (I) into another compound of formula (I), 
and/or 

• forming a pharmaceutical^ acceptable salt. 

14. A compound of formula (I) or formula (la) as defined in any of claims 1 to 12 
or a pharmaceutical^ acceptable salt thereof, for use in therapy. 

15. A pharmaceutical composition, which comprises a compound of formula (I) or 
formula (la) as defined in any of claims 1 to 12 or a pharmaceutical^ acceptable salt 
thereof, and a pharmaceutically acceptable carrier or excipient. 

16. A process for preparing a pharmaceutical composition as defined in claim 15, 
the process comprising mixing a compound of formula (I) or formula (la) as defined in 
any of claims 1 to 12 or a pharmaceutically acceptable salt thereof and a 
pharmaceutically acceptable carrier or excipient. 

17. A compound of formula (lb) or a pharmaceutically acceptable salt thereof: 




O 



(IV) 
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(lb) 

wherein: 

A is a bicyclic 6,5 or 6,6 aromatic or heteroaromatic group which is optionally 
substituted by 1 - 4 substituents, which substituents may be the same or different, 
and which are selected from the group consisting of halogen, hydroxy, cyano, nitro, 

5 trifluoromethyl, trifluoromethoxy, Ci ^alkyl. trifluoromethanesulfonyloxy, 
pentafluoroethyl, Ci_6 alkox y» arylCi_e alkox y. Ci^alkylthlo, Ci-ealkoxyC-i^alkyl, 
C3-7cycloalkylCi _ 6 alkoxy, C 1 .ealkanoyi, C<j .ealkoxycarbonyl, Ci ^alkylsulfonyl, 
arylsulfonyl, arylsulfonyloxy, C^alkylsulfonamido, C^6 a,k y |amido » arylsulfonamido, 
arylcarboxamido, aroyl, arylC<|.6alkanoyl, and a 9 r o u P Ar 1 -B, wherein B represents a 

10 single bond, O, S or CH2 and Ar 1 represents a phenyl or a monocyclic 
heteroaromatic group, said Ar 1 group being optionally substituted by 1 - 3 
substituents, which may be the same or different, and which are selected from the 
group consisting of a halogen, hydroxy, cyano, trifluoromethyl, Chalky!, C^6 alkox y 

or ci_6 a,kano y'; 

15 R1 is hydrogen, C^alkyl, haloC-j^'M* C3_7cycloalkyl, C 3 _7cycloalkylC 1 _ 6 aIkyl, 
C3_6al k enyl, C3_ealkynyl or arylC^Qalkyl; 

R2 is independently halogen, Chalky!, cyano, haloC^ealkyl, C^ealkanoyl, 

Ci-6 a,kox y or hydroxy; 
p is 0, 1 or 2; 

20 R3 (a) is a group ~(R4)r wherein R4 is selected from the group consisting of: C^- 
6 alkyl, halogen, hydroxy, oxo, cyano, nitro, C^alkoxy, haloci-4 a lkyl, haloCi. 
4 alkoxy, arylC-^alkoxy, C^alkylthio, hydroxyC-i^alkyl, Ci^alkoxyCi^alkyl, C3. 
6 cycloalkyl, C 3 „6cycloalkylC-|^alkoxy, C^alkanoyl, C-j^alkoxycarbonyl, C-j. 
4alky!sulfonyl, C^alkylsulfonyloxy, Cl^alkylsulfonylC-i^alkyl, arylsulfonyl, 

25 arylsulfonyloxy, arylsulfonylC-j^atkyl, C^alkylsulfonamido, C^alkylamido, 0|. 
4alkylsulfonamidoC^4alkyl, Ci^alkylamidoC^alkyl, arylsulfonamido, 

arylcarboxamido, aryisulfonamidoCi ^alkyl, arylcarboxamidoCi ^alkyl, aroyl, 
aroylCi_4alkyl, arylC^alkanoyl, C^acyl, aryl, arylC-^alkyl, Ci_4alkylaminoC<|_ 
4alkyl and a group R30R31N- (where each of R30 and R31 independently 

30 represents a hydrogen atom or a C^alkyl group or where appropriate R30R31 
forms part of a C3_eazacyloalkane or C3_6(2-oxo)azacycloalkane ring), and r is 0, 1 , 
2 or 3; or 

(b) forms a bridge across the ring, the bridge consisting of a chain of 1 to 3 
atoms, the bridge being optionally substituted by one, two or three groups selected 
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from halogen, oxo, C-j-galkyl, cyano, haloC-|-6aIkyl» C^QB\kanoy\, C-j-6 a,kox y or 
hydroxy; or 

(c) is a chain of 1 to 3 atoms optionally substituted by halogen, C-j-galkyl, 
cyano, haloC-i-ealkyl, C^alkanoyl, C-j-salkoxy or hydroxy, the other end of the 
5 chain being attached to an available carbon atom in Z; 
X is CH, N or C; 

=="- represents a single bond when X is CH or N; and = represents a double 
bond when X is C; 

q is 0, 1 or 2, wherein when q is 0, X is not N; and 
10 Z is attached to the 6-position or the 8-position of the benzoxazinone group and is a 
3 to 7 membered cycloalkylene group, 3 to 7 membered cycloalkenylene group, - 
(CH=CH)- or a group 



wherein m and n are independently 0, 1 or 2, and Y is a single bond, 3 to 7 
membered cycloalkylene group, 3 to 7 membered cycloalkenylene group, -(CH=CH)- 
15 , -C(=0)-, -C(=CH2)-, oxygen, or a methylene group optionally substituted by one or 
two groups selected from halogen, Chalky!, cyano, haloCi-galkyl, C-j.galkanoyl, 
C^-galkoxy or hydroxy; 

for use in the treatment of a serotonin-related disorder. 
20 18. A compound as claimed in claim 17, wherein the disorder is depression or 



19. Use of a compound as defined in claim 17 in the preparation of a medicament 
for the treatment of a serotonin-related disorder. 



20. The use as claimed in claim 19, wherein the disorder is depression or anxiety. 

21. A method of treatment of a serotonin-related disorder, comprising 
administering to a mammal in need thereof a safe and effective amount of a 

30 compound as defined in claim 17. 




anxiety. 



25 



22. The method as claimed in claim 21, wherein the disorder is depression or 
anxiety. 



